Recently published findings indicate that in certain genetic contexts autoreactive B cells can function as initiators of autoimmunity. These findings underscore the importance of silencing the approximately 70% of newly produced B cells that are autoreactive. We recently reported that a large proportion of these cells are silenced by anergy, a condition wherein cells that encounter their antigen in the absence of second signals are rendered unresponsive to subsequent antigen exposure despite continued availability of receptors. This presentation will focus on studies that seek to define how, in molecular terms, the antigen unresponsiveness of anergic B cells is normally maintained but in some cases lost. Salient conclusions are as follows:
